wo 2005/044787 



PCT/EP2004/011963 



Claims: 



1 . A compound of formula (I): 



Ar 



OH 



CHCHgNHCR'^R^CHg)^ 




(CH2)„0{CH2)^Z-(CH2)p(CR"R'), 




(I) 



or a salt, solvate, or physiologically functional derivative thereof, wherein: 

is selected from hydrogen, Ci.6alkyl, hydroxy, cyano, nitro, halo, Ci^haloalkyl, XCO2R®, 
-XC(0)NR^R®, -XNR®C(0)R^ -XNR®C(0)NR^R^ -XNR^C(0)NC{0)NR^R®, -XNR^SOaR^, 
-XSOaNR^R^^, XSR®, XSOR^ XS02R^ 
-XNR^R^ -XNR®C(0)OR^ 

or R^ is selected from -X-aryl, -X-hetaryl, or -X-(aryloxy), each optionally substituted by 1 
or 2 groups independently selected from hydroxy, Ci^alkoxy, halo, Ci^alkyl, 
Ci^haloalkyl, -NR^G(0)R^ SR^ SOR^ -SO2R®, -SOzNR^R^^ -C02R^ -NR^R^ or hetaryl 
optionally substituted by 1 or 2 groups independently selected from hydroxy, Ci^alkoxy, 
halo, Ci^alkyl, or Ci^haloalkyl; 

X is -(CH2)q- or C2-6 alkenylene; 

q is an integer from 0 to 6, preferably 0 to 4; 

R^ and R^ are independently selected from hydrogen, Ci^alkyl, Cs-ycycioalkyl, aryl, 
hetaryl, hetaryl(Ci^alkyl)- and aryl(Ci^alkyl)- and R^ and R^ are each independently 
optionally substituted by 1 or 2 groups independently selected from halo, Ci^alkyl, 
C3-7 cycloalkyi, alkoxy, Ci^haloalkyl, -NHC(0)(Ci^alkyl), -S02(Ci^alkyl), -SOaCaryl), 
-CO2H, and -C02(Ci^alkyl), -NH2, -NH(Ci^alkyl), aryl(Ci^alkyl)-, aryl(C2^alkenyl)-, 
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aryl(C2-6alkynyl)-, hetaryl(Ci^alkyl)-. -NHSOzaryl, -NH(hetarylCi^alkyl), -NHSOahetaryl, 
-NHSOaCCi^alkyl), -NHC(0)aryl, or -NHC(0)hetaryl: 

R® is selected from hydrogen, Ci^alkyl and C3.7 cycloalkyi; 

5 

or and R®, together with the nitrogen atom to which they are bonded, form a 5-, 6- or 7- 
membered nitrogen - containing ring; 

R^ and R^° are independently selected from hydrogen, Ci^alkyl, Ca-Tcycloaikyl, aryl, 
10 hetaryl. hetaryl(Ci^alkyl)- and aryl(Ci^alkyl)-, or R® and R^^ , together with the nitrogen to 
which they are bonded, form a 5-, 6-, or 7- membered nitrogen containing ring; 
and R® and R^° are each optionally substituted by one or two groups independently^ 
selected from halo, Ci^alkyl, and C3.7cycloalkyl, Ci-ehaloalkyI; 

15 R^ is selected from hydrogen, hydroxy. Ci^alkyl, Ci-ealkoxy, halo, aryl, aryl(Ci-6alkyl)-, 
Ci^haloalkoxy, and Ci^haloalkyl; 

R^ is selected from hydrogen, hydroxy, Ci^alkyl, Ci-ealkoxy, halo, aryl. aryl(Ci^alkyl)-, 
Ci^haloalkoxy, and Ci^haloalkyl; and 

20 

R"^ and R^ are independently selected from hydrogen and C1-4 alkyi with the proviso that 
the total number of carbon atoms in R"^ and R® is not more than 4; 

R^ and R'^ each independently represent hydrogen or Ci^alkyl; 

25 

Ar^ is a group selected from 
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O 



(d) 

wherein R^^ represents hydrogen, halogen. -(CH2),OR^^, -NR^^C(0)R^^ -NR^^SOgR^®. 
-S02NR'^R'^ -NR'=R^^ -OC(0)R" or OC(0)NR'^R^^ 
and R^^ represents hydrogen, halogen or alkyi; 

or R" represents -NHR^^ and R^^ and -NHR^* together fomn a 5- or 6- membered 
heterocyclic ring; 

R^^ represents hydrogen, halogen, -OR^° or -NR^^R^'; 

R^'' represents hydrogen, halogen. haloCi^ alkyI, -0R^^ -NR^^ R", -OC(0)R^^ or 
OC(0)NR^^R^*; 

R^* and R^° each independently represents hydrogen or alkyl, or in the groups 
_Nr15r16^ -SOaNR^^R^® and -OC(0)NR^^R^^ R^^ and R^° Independently represent 
hydrogen or alkyl or together with the nitrogen atom to which they are attached form a 
6-, 6- or 7- membered nitrogen-containing ring. 
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R^^ represents an aryl group which may be unsubstituted or substituted by one or more 
substituents selected from halogen, alkyi, 
hydroxy, alkoxy or halo alkyI; and 



5 r is zero or an integer from 1 to 4; 



Z is O, CH2- or a single bond; 



n is an integer of from 1 to 4; 
10 m is zero or an integer of from 1 to 4; 
p is zero or an integer of from 1 to 3; 
k is an integer from 1 to 3; and 
t is zero or 1 . 



15 

2. A compound of formula (la): 



AH 



CHCH2NHCR^R®(CH2)^ 



I 

OH 




(CH2),0(CH2)^Z.(CH2)p- 




20 



25 



or a salt, solvate, or physiologically functional derivative thereof, wherein: 

k is an integer from 1 to 3; 
n is an integer of from 1 to 4; 
m is an integer of from 2 to 4; 
p is an integer of from 1 to 4; 
Z is O or CH2-; 



(la) 



R*" is selected from hydrogen, Ci^alkyl, hydroxy, cyano, nitro, halo, Ci^haloalkyl, XCO2R®, 
-XC(0)NR^R^ -XNR^C(0)R^. -XNR^C(0)NR^R^ -XNR^C(0)NC(0)NR^R^ -XNR^SOaR^ 
-XSOaNR^R^®. XSR^ XSOR®. XSOzR^, 
30 -XNR^R^ -XNR®C(0)OR^ 
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or is selected from -X-aryl, -X-hetaryl, or -X-(aryloxy), each optionally substituted by 1 
or 2 groups independently selected from hydroxy, Ci-ealkoxy, halo, Ci^alkyl, 
Ci^haloalkyl, -NR®C(0)R^ SR^ SOR^ -S02R^ -SOaNR^R^^. -C02R^ -NR^R^ or hetaryl 
optionally substituted by 1 or 2 groups independently selected from hydroxy, Ci^alkoxy, 
5 halo, Ci^alkyl, or Ci^haloalkyl; 

X is -(CH2)q- or C2JQ alkenylene; 

q is an integer from 0 to 6; 

R® and R^ are independently selected from hydrogen, Ci^alkyl, Cs-ycycloalkyl, aryl, 
hetaryl, hetaryl(Ci^alkyl)- and aryl(Ci^alkyl)- and R® and R^ are each independently 
optionally substituted by 1 or 2 groups independently selected from halo, Ci^alkyl, 
C3-7 cycloalkyl. Ci^ alkoxy, Ci^haloalkyl, -NHC(0)(Ci.6alkyl), -SOaCCi^alkyl), -SOaCaryl). 
-CO2H, and -C02(Ci^alkyl), -NH2, -NH(Ci^alkyl), aryl(Ci^alkyl)-. aryl{C2^alkenyl)-, 
aryl(C2^alkynyl)-, hetaryl(Ci^alkyl)-, -NHSOaaryl, -NH(hetarylCi^alkyl), -NHS02hetaryl, 
-NHS02(Ci^alkyl). -NHC(0)aryl, or -NHC(0)hetaryl: 

R®is selected from hydrogen, Ci^alkyl and C3.7 cycloalkyl; 
20 

or R^ and R®, together with the nitrogen atom to which they are bonded, form a 5-, 6- or 7- 
membered nitrogen - containing ring; 

R® and R^° are independently selected from hydrogen, Ci^alkyl, Ca-ycycloalkyI, aryl, 
25 hetaryl, hetaryl(Ci^alkyl)- and aryl(Ci-8alkyl)-, or R® and R^° , together with the nitrogen to 
which they are bonded, form a 5-, 6-, or 7- membered nitrogen containing ring; 
and R® and R^^ are each optionally substituted by one or two groups independently 
selected from halo, Ci^alkyl, and C3.7cycloalkyl, Ci^haloalkyl; 

30 R^ is selected from hydrogen, hydroxy, Ci-ealkyI, Ci^alkoxy, halo, aryl, aryl(Ci-6alkyl)-. 
Ci^haloalkoxy, and Ci^haloalkyl; 

R^ is selected from hydrogen, hydroxy, Ci^alkyl, Ci^alkoxy, halo, aryl, aryl(Ci^alkyl)-. 
Ci^haloalkoxy, and Ci^haloalkyl; and 

35 
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R"^ and are independently selected from hydrogen and C^u^ alkyi with the proviso that 
the total number of carbon atoms in R^ and R^ is not more than 4; 

Ar^ is a group selected from 




O 



(d) 

5 

wherein R" represents halogen. -(CH2)^OR^^ -NR^^C(0)R^^ -NR^®S02R^^ 
-S02NR^^R'^ -NR^^R^®, -OC(0)R'^ or OC(0)NR^^R^^ 
and R^^ represents hydrogen, halogen or alkyI; 

10 or R^^ represents -NHR^® and R^^ and -NHR^® together fonm a 5- or 6- membered 
heterocyclic ring; 

R^^ represents hydrogen, halogen, -OR^^ or-NR^^R*"®; 

15 R^"^ represents hydrogen, halogen, haloCi^ alkyl, -OR^®. -NR^^ R^®, -OC(0)R^^ or 
OC(0)NR^^R^® 

R^^ and R^® each independently represents hydrogen or alkyl, or in the groups 
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.NR^5pji6^ -SOaNR^^R^® and -OC(0)NR^^R^^ R^^ and R^^ independently represent 
hydrogen or alkyi or together with the nitrogen atom to which they are attached form a 
5-, 6- or 7- membered nitrogen-containing ring, 



5 R^^ represents an aryl group which may be unsubstituted or substituted by one or more 
substituents selected from halogen, all<yl, 
hydroxy, alkoxy or halo C^^ alkyI; and 



r is zero or an integer from 1 to 4. 

3. A compound according to claim 1 or claim 2 wherein the group R^ is selected from 
hydrogen, Ci^alkyl, hydroxy, halo. -NR®C(0)NR'^R®, -NR®C(0)R^ -SOaNR^^, -SOR^ - 
SO2R®, and -NR®S02R^ wherein R^and R^are as defined in claim 1 or claim 2. 



15 4. A compound according to any of claims 1 to 3 wherein R^ and R^ are independently 
selected from hydrogen, hydroxyl, halogen. haloCi-ealkyl, Ci_6alkyl, Ci^alkoxy and 
haloCi^alkoxy. 

5. A compound according to any of claims 1 to 4 wherein R^ and R^ each represent 
20 hydrogen. 

6. A compound according to any of claims 1 to 5 wherein R® and R^ each represent 
hydrogen. 



25 7. A compound according to any of claims 1 to 6 wherein the group Ar^ is selected firom 
groups (a) and (b) as defined in claim 1 . 

8. A compound according to claim 7 wherein the group (a) is a group of formula (I): 




30 



9. A compound according to claim 1 selected from: 

35 
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4-((1/?)-2-{[2-(3^[2-(Benzylo)cy)ethoxy]methyl}phenyl)ethyl]am^ 
(hydroxymethyl)phenol; 

4-{(1R)-2-[(2-{3-[(Benzyloxy)methyl]phenyI}ethyl)aminol^ 
(hyd roxymethy l)phenol ; 
5 2-(Hydroxymethyl)-4-{(1 -hydro)cy-2-[(2-{3-[(3- 

phenylpropoxy)methyl]phenyl}ethyl)aminolethyl}phenol; 
2-(Hydroxymethyl)-4-{(1 R)-1 -hydroxy-2-[(2-{3-[(4- 
phenylbutoxy)methyl]phenyl}ethyl)amino]ethyl}phenol; 

4-(( 1 /?)-2-{[2-(3-{[3-(Ben2yloxy)propoxy]methyl}phenyl)ethyIlamino}-1 -hydroxyethyl)-2- 

1 0 (hyd roxymethy Ophenol; 

4-((1R)-24[2-(4-^[2-(Ben2yloxy)ethoxy]methyl}phenyl)ethyl]amino}-1-hydro^^ 

(hydroxymethyl)phenol; 

2-(HydroxymethylH-{(1R)-1-hydroxy-2-[(2-{3-[(2- 
phenylethoxy)methyl]phenyl}ethyl)amino]ethyl}phenol; 
1 5 4-((1 R)-2-{[2-(3-{[(2,6-Dichlorobenzyl)oxy]methyl}phenyl)ethyl]amino}-1 -hydroxyethyl)-2- 

(hyd roxymethy l)phenol ; 

4-((1R)-1-Hydroxy-2-{[2-(3-{[2-(2-methoxypheriyl)ethoxy]methyl}phenyl)ethyllamino}ethyl) 

2- (hydroxymethyl)phenol; 

4-((1R)-1-Hydroxy-2-{[2-(34[2-(3-methoxyphenyl)ethoxylmethyl}pheriyl)ethyl]ami^ 

20 2-(hydroxymethyl)phenol; 

4-((1f?)-1-Hydroxy-2-{[2-(3-{[2-(4-methoxyphenyl)ethoxy]methyl}phenyl)ethyl] 

amino}ethyl)-2-(hydroxymethyl)phenol; 

3- [4-({3-[2-({(2R).2-Hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)butyl]benzenesulfonamide; 

25 3-{[2-({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)ethoxy]methyl}benzonitrile; 

4- [(1R)-2-({2-[3-({2-[(2,6-dichlorobenzyl)oxy]ethoxy}methyl)phenyl]ethyl}amin 
hydroxyethyl]-2-(hydroxymethyl)phenol; 

4-[(1R)-2-({2-[3-({2-[(3-fluorobenzyl)oxy]ethoxy}methyl)phenyl]ethyl}amino)-1- 
30 hydroxyethyl]-2-(hydroxymethyl)phenol; 

4-[(1R)-2-({2-[3-({2-[(3,5-dimethylbenzyl)oxy]ethoxy}methyl)phenyq^ 
hyd roxyethy l]-2-(hyd roxymethy 1 ) ph e nol ; 
4-[(1 R)-1-hydroxy-2-({2-[3-({2-[(3- 

methoxybenzyl)oxy]ethoxy}methyl)phenyllethyl}amino)ethyl]-2-(hydroxymethyl)phenol; 
35 2-(hydroxymethyl)-4-{(1 R)-1 -hydroxy-2-[(2-{3-[(2-{[3- 

(trifluoromethoxy)benzyl]oxy}ethoxy)methyl]phenyl}ethyl)amino]ethyl}phenol; 
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4-((1 R)-1 -hydroxy-2-{[2-(3-^[4-(3-hydroxyphenyl)butoxy]methy^^ 

2- (hydroxymethyl)phenol; 
4-[3-({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]ben2yl}oxy)propyl]benzonitrile; 

5 4-[4-({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)butyl]ben2onitrile; 

3- [3-({3-[2-({(2/?)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyllbenzyl}oxy)propyl]ben2onitri^ 
2-(hydroxymethylH-[(1 R)-1 -hydroxy-2-({2-[3-({3-[4- 
10 (methylsulfonyl)phenyl]propoxy}methyl)phenyl]ethyl}amino)ethyl]phen 
2-(hydroxymethyl)-4-[(1 R)-1 -hydroxy-2-({2-[3-({[4- 
(methylsulfonyl)benzyl]oxy}methyl)phenyl]ethyl}amino)ethyl]phenol; 

4- ((1R)-1-hydroxy-2-{I2-(3-{[2-(2-hydroxyphenyl)ethoxy]methyl}phenyl)eth^^ 
2-(hydroxymethyI)phenol; 

1 5 4-((1 R)-1 -hydroxy-2-{[2-(3-{[(4-hydroxybenzyl)oxy]methyl}phenyl)ethyl]amino}^^^ 
(hydroxymethyl)phenol; 
4-((1 R)-1 -hydroxy-2-{[2-(3-{[3-(3- 

hydroxyphenyl)propoxylmethyl}phenyl)ethyllamino}ethyl)-2-(hydroxymethy^ 
4-[(1/?)-2-({2-[3-({4-[4-(cyclopentylsulfonyl)phenyl]butoxy}methyl)ph 

20 hydroxyethyl]-2-(hydroxymethyl)phenol; 

4-[(1R)-2-({2-[3-({3-[4-(cyclopentylsulfonyl)phenyl]propoxy}methyl)ph 

hydroxyethyl]-2-(hydroxymethyl)phenol; 

4-[(1R)-2-({2-[3-({3-[3-(cyclopentylsulfonyl)phenyl]propoxy}meth^^ 
hydroxyethyl]-2-(hydroxymethyl)phenol; 
25 4-[(1 R)-1 -hydroxy-2-({2-[3-({2-[(3- 

hydroxybenzyl)oxy]ethoxy}methyl)phenyl]ethyl}amino)ethyl]-2-(hydroxymethyO 

4-{(1R)-2-[(243-[(2-{[3-(cyciopentyIsulfonyl)benzyl]oxy}ethoxy)methy^ 

1-hydroxyethyl}-2-(hydroxymethyl)phenol; 

4-{(1R)-2-[(2-{3-[(2-{[3-(cyclopentylsulfinyl)benzyl]oxy}ethoxy)methyl]phe 
30 1 -hydroxyethyl}-2-(hydroxymethyl)phenol; 

4-[(1 R)-2-({2-[3-({[3-(cyclopentylsulfonyl)benzyl]oxy}methyl)phenyl]ethy^ 
hydroxyethyl]-2-(hydroxymethyl)phenol; 

4-[(1R)-2-({2-[3-({4-[3-(cyclopentylsulflnyl)phenyl]butoxy}methyl^ 
hydroxyethyll-2-(hydroxymethyl)phenol; 
35 3-[4-({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)butyl]benzonitrile; 
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2- (hydroxymethyl)-4-{(1 R)-1 -hyclroxy-2-[(2-{3-[(2- 
phenoxyethoxy)methyl]phenyl}ethyl)amino]ethyl}phenol; 

4-((1 R)-2-{[2-(3-{[2-(3-fluorophenyl)ethoxy]methyl}phenyl)ethyl]amino}- 1 -hydroxyethyl)-2- 
(hydroxymethyl)phenol; 

5 4-((1 R)-2-{[2-(3-{[2-(4-fluorophenyl)ethoxy]methyl}phenyl)ethyl]ami 1 -hydroxyethyl)-2- 
(hydroxynnethyl)phenol; 

4-((1 R)-2-{[2-(3-{[2-(2-fluorophenyl)ethoxy]methyl}phenyl)ethyl]amino}- 1 -hydroxyethy l)-2- 
(hydroxymethyl)phenol; 

3- [({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

10 (hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)methyllbenzonitrile; 

4- [({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)methyl]benzonrt 

2- (hydroxymethyl)-4-[(1R)-1-hydroxy-2-({2-[3-({[(1R)-1- 
phenylethyl]oxy}methyl)phenyl]ethyl}amino)ethyl]phenol; 

1 5 2.(hydroxymethyl)-4-[(1 R)-1 -hydroxy-2-({2-[3-({[(1 S)-1 - 
phenylethyl]oxy}methyl)phenyl]ethyl}amino)ethyl]phenol; 

4-(( 1 R)-2-{[2-(3-{[(3,5-dimethylbenzyl)oxy]methyl}phenyl)ethyl]amino}- 1 -hydroxyethyl)-2- 
(hydroxymethyl)phenol; 

4-(( 1 R)-2-{[2-(3-{[(2,6-dichlorobenzyl)oxy]methyl}phenyl)ethyl]amino}-1 -hydroxyethyl)-2- 
20 (hydroxymethyl)phenol; 

4-((1R)-2-^t2-(3-{[(2-fluo^obenzyl)oxy]methyl}phenyl)ethyllamino^1^ 
(hydroxymethyl)phenol; 

4-((1R)-2-{[2-(3-{[(3-fluorobenzyl)oxy]methyl}phenyl)ethyl]amino^ 
(hydroxymethyl)phenol; 
25 4-((1R)-2-{[2-(3-{[(4-fluorobenzyl)oxy]methyl}phenyl)ethyl]ami 
(hydroxymethyl)phenol; 

3- [4-({3-[2-({(2R)-2-Hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyllbenzyl}oxy)butyl]benzarnide; 
3-{[2-({3-I2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 
30 (hydroxymethyl)phenyllethyl}amino)ethyl]benzyl}oxy)ethoxy]methyl}benzam 

3- [({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)methyl]benzam 

4- [({3-[2-({(2R)-2-hydroxy-2.[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)methyl]benzamlde; 
35 3-[2-({3-[2-({(2f?)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)ethyl]benzenesulfonam^^ 
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3- [3-({3-[2-({(2R)-2-hydroxy-2-[4-hydroxy-3- 
(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)propyl]ben2^^ 

4- ((1R)-2-^[2-(3-{[4-(2,6-dichlorophenyl)buto)cy]methyl}pheny^ 
hydroxyethyl)-2-(hydroxymethyl)phenol; 

5 A/-{3-[4-({3-[2-{{(2/?)-2-hydroxy-2-[4-hydroxy-3- 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)butyl]phenyl}urea; 
2-(hydroxymethylH-((1 R)-1 -hydro)cy-2-{[2-(3-{[2-(1 - 
phenylethoxy)ethoxy]methyl}phenyl)ethyl]amino}ethyl)phenol; 
4-[(1R)-2-({2-[3-({2-[3- 
1 0 (cyclopentylsulfonyl)phenyl]ethoxy}methyl)phenyl]ethyl}amino)--1 -hydroxyethyl]-2- 
(hydroxymethyl)phenol; 

4-[(1/?)-2-({2-[3-({4-[3-(cyclopentylsulfonyl)phenyl]butoxy}methyl)phenyq^ 
hyd roxyethy l]-2-(hyd roxymethyl)phenol ; 

2- (hydroxymethyl)-4-[(1 R)-1 -hydroxy«2-({2-[3-({4-[3- 

1 5 (methylsulfonyl)phenyl]butoxy}methyl)phenyl]ethyl}amino)ethyl]phenol ; 
4-({ 1 R)-2-{[2-(3-{[3-(2,6-dichlorophenyl) 

propoxy]methyl}phenyl)ethyl]amino}-1-hydroxyethyl)-2-(hydroxyrnethyI)phenol; 

3- [({3-[2"({(2R)-2-Hydroxy-2-[4.hydroxy-3. 

(hydroxymethyl)phenyl]ethyl}amino)ethyl]benzyl}oxy)methyl]benzenesuIfonam 

20 

or a salt, solvate or physiologically functional derivative thereof. 

10. A method for the prophylaxis or treatment of a clinical condition in a mammal, such 
25 as a human, for which a selective |32-adrenoreceptor agonist Is indicated, which 
comprises administration of a therapeutically effective amount of a compound of formula 
(I) according to any of claims 1 to 9, or a pharmaceutically acceptable salt, solvate, or 
physiologically functional derivative thereof. 

30 11. A compound of formula (I), according to any of claims 1 to 9, or a pharmaceutically 
acceptable salt, solvate, or physiologically functional derivative thereof for use in medical 
therapy. 

12. A compound of fomriula (I), according to any of claims 1 to 9, or a pharmaceutically 
35 acceptable salt, solvate, or physiologically functional derivative thereof for use in the 
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prophylaxis or treatment of a clinical condition for which a selective Pz-adrenoreceptor 
agonist is indicated. 

13.. A pharmaceutical fomiulation comprising a compound of formula (I), according to 
any of claims 1 to 9, or a pharmaceutically acceptable salt, solvate, or physiologically 
functional derivative thereof, and a phamnaceutically acceptable carrier or excipient, and 
optionally one or more other therapeutic ingredients. 

14. The use of a compound of fomiula (I), according to any of claims 1 to 9, or a 
pharmaceutically acceptable salt, solvate, or physiologically functional derivative thereof 
in the manufacture of a medicament for the prophylaxis or treatment of a clinical condition 
for which a selective Pa-adrenoreceptor agonist is indicated. 

15. A process for the preparation of a compound of formula (I), according to any of 
claims 1 to 9, or a salt, solvate, or physiologically functional derivative thereof, which 
comprises: 

(a) deprotection of a protected intermediate, for example of formula (II): 
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C HCHjN P^CR''R^(CH2)^ 



OP^ 




0(CH2)„Z-(CH2)p- 




10 



(II) 

or a salt or solvate thereof, wherein R\ R^, R^, R"*. R^, Z, k, m, n and p are as defined for 
the compound of formula (I), Ar^® is Ar"* or a protected form thereof and and each 
independently represents hydrogen or a protecting group provided that the compound of 
formula (II) contains at least one protecting group; or 

(b) alkylation of an amine of formula (X) 



Ar^» CHCHaNP^H 



(X) 



OP^ 



wherein Ar^° is as hereinbefore defined P^ and are each independently either 
hydrogen or a protecting group, 
with a compound of formula (XI): 



15 



L'CR'R''(CH2)k 




.0(CH2)^Z — (CH2)p <>. 




R^ 



R= 



(XI) 



wherein R\ R^. R^, R^, R°, Z, k, m. n and p are as defined for the compound of formula (I) 
and is a leaving group; 
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(c) reacting a compound of formula (XII): 



Ar^° CHCH^L^ 



OP 



(XII) 



wherein Ar^ and are as hereinbefore defined and is a leaving group, with an amine 
offonmula(Xlil): 



P^HNCR''R^CH2)fc 




or 



(CH,)^ (CH,), 



2'P 



^ // 



(XIII) 



10 



d) reacting a compound of formula (X): 



Ar^^ CHCHaNP^H 



(X) 



as hereinbefore defined, 

with a compound of formula (XIV): 



o 



R*-C(-CH2), 



^(CH2)„Z-(CH2)p- 



R= 



(XiV) 



15 under conditions suitable to effect reductive amination; 
followed by the following steps in any order: 

(i) optional removal of any protecting groups; 

(ii) optional separation of an enantiomer from a mixture of enantiomers; 

(iii) optional conversion of the product to a corresponding salt, solvate, 
20 or physiologically functional derivative tinereof. 
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